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AB The invention provides a method of purifying p-secretase, comprising 

contacting an impure sample comprising P-secretase activity with an affinity 
matrix which includes a P-secretase inhibitor. In a preferred embodiment, the 
inhibitor comprises a peptide having the sequence VMXVAEF, wherein X is 
hydroxyethylene or statine, P-secretase gene isolated from a mouse, and a P~ 
secretase protein purified to apparent homogeneity is disclosed. In a number 
of alternative embodiments, the human P-secretase sequence, methods of 
screening and use thereon inhibitors thereof, a mouse p-secretase gene 
sequence and a knock-out mouse deleted for the endogenous P-secretase gene are 
disclosed. The p-secretase inhibitors of the invention can be used for the 
treatment of Alzheimer's disease. 
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